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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the hfiailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )I3 Responsive to communication(s) filed on 22 August 2003 . 
2a)n This action is FINAL. 2b)l3 This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parfe Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) 13 Claim(s) 6-8.77 and 12 is/are pending in the application. 

4a) Of the above claim(s) 11_ is/are withdrawn from consideration. 

5) \Z\ Claim(s) is/are allowed. 

6) 13 Claim(s) 6-8 and 12 is/are rejected. 
/)□ Claim(s) is/are objected to. 

8) 13 Claim(s) 6-8.77 and 12 are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10) 0 The drawing(s) filed on is/are: 3)0 accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

11) 0 The oath or declaration is objected to by the Examiner. Note the attached Office Action orfomn PTO-152. 

Priority under 35 U.S.C. § 119 

12) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

The preliminary amendments filed 1 1/17/2003 and 07/1 1/2001 have been entered. 

Claims 6-8, 11, 12 are pending. 

Applicant's election of group I, claims 6-8, 12, in Paper No. /the paper filed 
08/22/2003 is acknowledged. Because applicant did not distinctly and specifically point 
out the supposed errors in the restriction requirement, the election has been treated as an 
election without traverse (MPEP § 818.03(a)). 

Applicant's election of the polypeptide encoded by SEQ ED NO: 10 or comprising 
the amino acid sequence of SEQ ID NO: 9 species in Paper No /the paper filed 
12/08/2003 is acknowledged. 



1 5 Claim 1 1 is withdrawn fi-om further consideration pursuant to 37 CFR 1 . 142(b) as 

being drawn to a nonelected invention, there being no allowable generic or linking claim. 
Election was made without traverse in Paper No /the paper filed 08/22/2003. 



10 



20 



Claims 6-8, 12 are being examined. Claim 12 is being examined only to the 
extent that it reads upon the polypeptide encoded by SEQ ID NO: 10 or comprising the 
amino acid sequence of SEQ ID NO: 9 species. 
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Priority 

Applicant has not complied with one or more conditions for receiving the benefit 
ofan earlier filing date under 35 U.S.C. 120 as follows: 

An application in which the benefits of an earher application are desired must 
5 contain a specific reference to the prior application(s) in the first sentence of the 

specification or in an application data sheet (37 CFR 1 .78(a)(2) and (a)(5)). The specific 
reference to any prior nonpro visional application must include the relationship (i.e., 
continuation, divisional, or continuation-in-part) between the applications except when 
the reference is to a prior apphcation of a CPA assigned the same application number. 

10 It is acknowledged that the present application contains a specific reference to the 

08/874,474 prior application in the first sentence of the specification. However, the 
specific reference to the 08/874,474 prior nonpro visional application does not include the 
relationship (i.e., continuation, divisional, or continuation-in-part) between the 
appUcations. The status of nonprovisional parent application(s) (whether patented or 

1 5 abandoned) should also be included. If a parent application has become a patent, the 

expression "now Patent No. should follow the filing date of the parent 

application. If a parent application has become abandoned, the expression "now 
abandoned" should follow the filing date of the parent application. 

If a benefit claim to a provisional application is submitted without an indication 

20 that an intermediate application directly claims the benefit of the provisional application 
and the instant nonprovisional application is not filed within the 12 month period or the 
relationship between each nonprovisional application is not indicated, the Office will not 
recognize such benefit claim and will not include the benefit claim on the filing receipt. 
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Therefore, a petition under 37 CFR 1.78(a) and the surcharge set forth in 37 CFR 1. 17(t) 
will be required if the intermediate application and the relationship of each 
nonprovisional application are not indicated within the period set forth in 37 CFR 
1.78(a). Even if the Office has recognized a benefit claim by entering it into the Office's 
5 database and including it on applicant's filing receipt, the benefit claim is not a proper 
benefit claim under 35 U.S.C. 119(e) or 35 U.S.C. 120 and 37 CFR 1.78 unless the 
reference is included in an ADS or in the first sentence of the specification and all other 
requirements are met. Accordingly, the benefit of the filing dates of the 08/874,474 
nonprovisional appHcation and the 60/020,150 provisional application is denied. 
10 It is acknowledged that Applicants submitted a petition on 1 1/17/2003 to accept 

an unintentionally delayed claim for priority. However, that petition has been dismissed. 
See the paper mailed 05/21/2004. 



Claim Rejections - 35 USC § 102 

15 The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 

form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in pubhc 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
20 States. 

Claims 6-8, 12 are rejected under 35 U.S.C. 102(b) as being anticipated by De 
Robertis (N). 
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This rejection is being made because the Office does not recognize Applicants 
benefit claims to the 08/874,474 nonprovisional appUcation and the 60/020,150 
provisional application, as discussed above. 

De Robertis discloses a substantially pure protein characterized by a 
physiologically active form and comprising an amino acid sequence encoded by the DNA 
of SEQ ID NO: 10 (page 25, claim 6). De Robertis' s SEQ ID NO: 10 is identical to the 
present application's SEQ ID NO: 10, as indicated below (Qy = the present application's 
SEQ ID NO: 10) (Db = De Robertis's SEQ ID NO: 10): 

AAV14 017 

ID AAV14017 Standard; cDNA; 1893 BP. 



XX 



AAV14 017; 



DT 09-JUL-199e (first ent:ry} 
XX 

DE Human "frazzled" frzb-l cDNA. 
XX 

KW Growth factor; frazzled; frzb-l; Wnts antagonist; human; 

KH tumour suppressor; cancer; ds . 

XX 

OS Homo sapiens. 
XX 

FH Key Location/Qualifiers 
FT CDS 61 - - 1 03B 

FT /*t:ag= 



XX 
PN 
XX 



/ product = f rzb- l_protein 



W09748275-A1 . 
24-DEC-1997. 



XX 

PF 19-JUN-1997; 97WO-US10942 . 
XX 

PR ie-JUN-1997; 9 7US- 08784 74 . 

PR 20-JUN-1996; 96US- 0020150 . 
XX 

PA (REGC ) UNIV CALIFORNIA. 
XX 

PI Bouwmeester T, De Robertis EM; 
XX 

DR WPI; 1998-062760/06. 

DR P-PSDB; AAW41254. 
XX 

FT New isolated growth factors - with neurotrophic, growth or 

PT differentiation factor activity, tumour growth suppressor activity 

PT or mesoderra differentiation activity 

XX 

PS Claim 6; Fig 10; 48pp; English. 
XX 

CC The present sequence encodes the human growth factor protein 

CC "frazzled" frzb-l. frzb-l is an antagonist of Wnts in vivo, and 

CC thus is believed to find utility as a tumour suppressor gene, 

CC since overexpressed Wnt proteins cause cancer. Frzb-l may also be a 

CC useful vehicle for solubi 1 i sat ion and therapeutic delivery of 

CC complexed Wnt proteins. 

XX 

SQ Sequence 1B93 BP; 516 A; 43B C; 432 G; 507 T; 0 other; 

Query Match 100. 0%; Score 1893; DB 19; Length 1893; 

Best Local Similarity 100.0%; Pred . No. 0; 

Matches 1393; Conservative 0; Mismatches 0; Indels 0; Gaps 0; 
Qy 1 GGCGGAGCGGGCCTTTTGGCGTCCACTGCGCGGCTGCACCCTGCCCCATCTGCCGGGATC 60 

llllllllllllillMIIIIIIIMIIIIIillllllllllllllllijllllllMII 

Db 1 GGCGGAGCGGGCCTTTTGGCGTCCACTGCGCGG CTGCACCCTGCCC CAT CTGCCGGGATC 6 0 

Qy 61 ATGGTCTGCGGCAGCCCGGGAGGGATGCTGCTGCTGCGGGCCGGGCTGCTTGCCCTGGCT 120 

IlillllllllllllllllMIMIIIMIIIIIMIIIIIIilMIIMIMMIIIII 
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Db 61 ATGGTCTGCGGCAGCCCGGGAGGGATGCTGCTGCTGCGGGCCGGGCTGCTTGCCCTGGCT 120 

Qy 121 GCTCTCTGCCTGCTCCGGGTGCCCGGGGCTCGGGCTGCAGCCTGTGAGCCCGTCCGCATC 180 

IIIIIIIIIIIIIIIMIIIIMIIIIIIilllllllllllllllilllillllllllil 

Db 121 GCTCTCTGCCTGCTCCGGGTGCCCGGGGCTCGGGCTGCAGCCTGTGAGCCCGTCCGCATC 190 

Qy 181 CCCCTGTGCAAGTCCCTGCCCTGGAACATGACTAAGATGCCCAACCACCTGCACCACAGC 240 

Db 181 CCCCTGTGCAAGTCCCTGCCCTGGAACATGACTAAGATGCCCAACCACCTGCACCACAGC 240 

Qy 241 ACTCAGGCCAACGCCATCCTGGCCATCGAGCAGTTCGAAGGTCTGCTGGGCACCCACTGC 300 

IIIMIIIilllllllllllMIMIIIIIIIIIIIIIIIMIMIMIIIIIIIMIII 

Db 241 ACTCAGGCCAACGCCATCCTGGCCATCGAGCAGTTCGAAGGTCTGCTGGGCACCCACTGC 300 

Qy 301 AGCCCCGATCTGCTCTTCTTCCTCTGTGCCATGTACGCGCCCATCTGCACCATTGACTTC 36 0 

llllllllllljllllllllllllllllllllllllllllllMlllllllllllllill 

Db 301 AGCCCCGATCTGCTCTTCTTCCTCTGTGCCATGTACGCGCCCATCTGCACCATTGACTTC 36 0 

Qy 361 CAGCACGAGCCCATCAAGCCCTGTAAGTCTGTGTGCGAGCGGGCCCGGCAGGGCTGTGAG 42 0 

lillMlilllllllMIIIMIIIilllillllllMilllllilllllllllllllll 

Db 361 CAGCACGAGCCCATCAAGCCCTGTAAGTCTGTGTGCGAGCGGGCCCGGCAGGGCTGTGAG 42 0 

Qy 421 CCCATACTCATCAAGTACCGCCACTCGTGGCCGGAGAACCTGGCCTGCGAGGAGCTGCCA 480 

IMIIIIIIIIIIIinillllllllllllllijIIMIIIIIIIIIIIillllllllil 

Db 421 CCCATACTCATCAAGTACCGCCACTCGTGGCCGGAGAACCTGGCCTGCGAGGAGCTGCCA 480 

Qy 481 GTGTACGACAGGGGCGTGTGCATCTCTCCCGAGGCCATCGTTACTGCGGACGGAGCTGAT 54 0 

IIIIIIIIIIMIIIIIIIilMllllljIMIIIIIilMlllllllllllllilllll 

Db 481 GTGTACGACAGGGGCGTGTGCATCTCTCCCGAGGCCATCGTTACTGCGGACGGAGCTGAT 54 0 

Qy 541 TTTCCTATGGATTCTAGTAACGGAAACTGTAGAGGGGCAAGCAGTGAACGCTGTAAATGT 600 

IIMIIIIIIIIIIIMIIIIIIIIMIIIIIMIIIIIIIIMIIIinilllllliil 

Db 541 TTTCCTATGGATTCTAGTAACGGAAACTGTAGAGGGGCAAGCAGTGAACGCTGTAAATGT 60 0 

Qy 601 AAGCCTATTAGAGCTACACAGAAGACCTATTTCCGGAACAATTACAACTATGTCATTCGG 55 0 

iiiiiiiiiMiiiiiiiiiiiiiiMniiiiiiiiMniiiiiiiiMiiiiiiiii 

Db 6 01 AAGCCTATTAGAGCTACACAGAAGACCTATTTCCGGAACAATTACAACTATGTCATTCGG 66 0 

Qy 661 GCTAAAGTTAAAGAGATAAAGACTAAGTGCCATGATGTGACTGCAGTAGTGGAGGTGAAG 72 0 

MIIIMIIIIIIIIIMIiMIMIIIIIIIIIIIMIIIIMIIIIIIIIIIIIIIM 

Db 661 GCTAAAGTTAAAGAGATAAAGACTAAGTGCCATGATGTGACTGCAGTAGTGGAGGTGAAG 72 0 

Qy 721 GAGATTCTAAAGTCCTCTCTGGTAAACATTCCACGGGACACTGTCAACCTCTATACCAGC 780 

i Mil I MM MM I nil III! I III I Mil i MM MM I Nil Mil MM I INI I 

Db 721 GAGATTCTAAAGTCCTCTCTGGTAAACATTCCACGGGACACTGTCAACCTCTATACCAGC 780 

Qy 781 TCTGGCTGCCTCTGCCCTCCACTTAATGTTAATGAGGAATATATCATCATGGGCTATGAA 84 0 

1 1 M II M II 1 1 M 1 1 1 1 1 M 1 1 M M M 1 1 II I M II 1 1 1 M I II II 1 1 1 1 1 1 II II M 

Db 781 TCTGGCTGCCTCTGCCCTCCACTTAATGTTAATGAGGAATATATCATCATGGGCTATGAA 84 0 

Qy 841 GATGAGGAACGTTCCAGATTACTCTTGGTGGAAGGCTCTATAGCTGAGAAGTGGAAGGAT 9 00 

! II II II 1 1 M 1 1 1 II I i II 1 1 II 1 1 1 1 1 1 1 1 II 1 1 1 II 1 1 1 1 1 1 1 1 1 II II I M M II I. 

Db 841 GATGAGGAACGTTCCAGATTACTCTTGGTGGAAGGCTCTATAGCTGAGAAGTGGAAGGAT 900 

Qy 901 CGACTCGGTAAAAAAGTTAAGCGCTGGGATATGAAGCTTGGTCATCTTGGACTCAGTAAA 96 0 

M i 1 1 M II II 1 1 1 1 1 M II M II 1 1 M II 1 1 1 1 1 II II II 1 1 M 1 1 II I M l-l II II 1 1 

Db 901 CGACTCGGTAAAAAAGTTAAGCGCTGGGATATGAAGCTTCGTCATCTTGGACTCAGTAAA 96 0 

Qy 961 AGTGATTCTAGCAATAGTGATTCCACTCAGAGT CAGAAGTCTGGCAGGAACTCGAACC C C 102 0 

IIIMIIIMIIIIIIIIIMMIIIIIIIIIMMMIIIIIIIIIIIMIMIMMI 

Db 961 AGTGATTCTAGCAATAGTGATTCCACTCAGAGTCAGAAGTCTGGCAGGAACTCGAACCCC 102 0 

Qy 1021 CGGCAAGCACGCAACTAAATCCCGAAATACAAAAAGTAACACAGTGGACTTCCTATTAAG 1080 

MIIIIIIIMIIIIIMMIIIIIIMIIMIIIIIIIIillllllMIIIIMMIII 

Db 1021 CGGCAAGCACGCAACTAAATCCCGAAATACAAAAAGTAACACAGTGGACTTCCTATTAAG 1080 

Qy 1081 ACTTACTTGCATTGCTGGACTAGCAAAGGAAAATTGCACTATTGCACATCATATTCTATT 1140 

MIIIMIIIIIIIIIIIIIMIIIIIIIIIMIIIIIIIIilMlilllllllllllll 

Db 1081 ACTTACTTGCATTGCTGGACTAGCAAAGGAAAATTGCACTATTGCACATCATATTCTATT 1140 

Qy 1141 GTTTACTATAAAAATCATGTGATAACTGATTATTACTTCTGTTTCTCTTTTGGTTTCTGC 12 0 0 

IIIMMIIIIIII MM IIIMIIII Mill IIIIMIII MM IIIIMIII Illlll 

Db 1141 GTTTACTATAAAAATCATGTGATAACTGATTATTACTTCTGTTTCTCTTTTGGTTTCTGC 12 00 

Qy 12 01 TTCTCTCTTCTCTCAACCCCTTTGTAATGGTTTGGGGGCAGACTCTTAAGTATATTGTGA 1260 

lllillllllMIMIIIIIIMIIIMIIMillllllMIMMIIIIilllllllll 

Db 12 01 TTCTCTCTTCTCTCAACCCCTTTGTAATGGTTTGGGGGCAGACTCTTAAGTATATTGTGA 126 0 

Qy 1261 GTTTTCTATTTCACTAATCATGAGAAAAACTGTTCTTTTGCAATAATAATAAATTAAACA 1320 

IIMIMIIIIIIIIIIIIIMIIIilllllllllllllllMIIIMIIIIMIIIIM 

Db 1261 GTTTTCTATTTCACTAATCATGAGAAAAACTGTTCTTTTGCAATAATAATAAATTAAACA 13 20 

Qy 1321 TGCTGTTACCAGAGCCTCTTTGCTGAGTCTCCAGATGTTAATTTACTTTCTGCACCCCAA 1380 

M 1 1 II 1 1 1 M I II 1 1 1 1 M 1 1 II 1 1 1 1 1 i 1 1 1 II I II 1 1 M 1 1 1 1 M M II II 1 1 1 1 II 

Db 1321 TGCTGTTACCAGAGCCTCTTTGCTGAGTCTCCAGATGTTAATTTACTTTCTGCACCCCAA 13 80 

Qy 13 81 TTGGGAATGCAATATTGGATGAAAAGAGAGGTTTCTGGTATTCACAGAAAGCTAGATATG 144 0 

MMMIMIIIMMMIIMIIMIMMMIIIIMMIIMIIIMMIIMMM 

Db 13 81 TTGGGAATGCAATATTGGATGAAAAGAGAGGTTTCTGGTATTCACAGAAAGCTAGATATG 144 0 

Qy 1441 CCTTAAAACATACTCTGCCGATCTAATTACAGCCTTATTTTTGTATGCCTTTTGGGCATT 15 00 

M I M 1 1 1 II M I i 1 1 II M 1 1 II 1 1 1 1 1 M i I M I M II 1 1 1 1 1 1 1 II M 1 1 1 II I M I 

Db 1441 CCTTAAAACATACTCTGCCGATCTAATTACAGCCTTATTTTTGTATGCCTTTTGGGCATT 1500 
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Qy 15 01 CTCCTCATGCTTAGAAAGTTCCAAATGTTTATAAAGGTAAAATGGCflGTTTGAA.GTCAAA 1550 

IIIIIIMMMIIIIIIIIMIIIIIIIMIIIIIIMMMIMIIIIIIIIIIIMI 

Db- 15 01 CTCCTCATGCTTAGAAAGTTCCAAATGTTTATAAAGGTAAAATGGCAGTTTGAAGTCAAA 156 0 

Qy 1561 TGTCACATAGGCAAAGCAATCAAGCAGCAGGAAGTGTTTATGAGGAAAGAACACCCAAGA 162 0 

IIMIMIIIIIIMIIIIIIIIIIIIMIIMIIIMIIIIIIIIIIIilllillllll 

Db 1561 TGTCACATAGGCAAAGCAATCAAGCACCAGGAAGTGTTTATGAGGAAACAACACCCAAGA 162 0 

Qy 1621 TGAATTATTTTTGAGACTGTCAGGAAGTAAAATAAATAGGAGCTTAAGAAAGAACATTTT 16 BO 

IIIIIIIIIMIIIIIIIilllllllilllllMIIIIIIIIIIIIIIIIIIIIIIIIII 

Db 1621 TGAATTATTTTTGAGACTGTCAGGAAGTAAAATAAATAGGAGCTTAAGAAAGAACATTTT 16 80 



^ _ Qy 16 61 GCCTGATTGAGAAGCACAACTGAAACCAGTAGCCGCTGGGGTGTTAATGGTAGCATTCTT 174 0 

1^ IIIMIIIIIIillinillllllllllllllllllllllllllllllllllllllMII 



16 61 GC CTGATTGAGAAGCACAACTGAAACCAGTAGCCGCTGGGGTGTTAATGGTAGCATTCTT 174 0 
Qy 1741 CTTTTGGCAATACATTTGATTTGTTCATGAATATATTAATCAGCATTAGAGAAATGAATT 18 00 

lllll jllllllllllMIIIMIIIIIIIIIIIIIIilllljlllllllllllllllll 

Db 1741 CTTTTGGCAATACATTTGATTTGTTCATGAATATATTAATCAGCATTAGAGAAATGAATT 1800 

Qy 1801 ATAACTAGACATCTGCTGTTATCACCATAGTTTTGTTTAATTTGCTTCCTTTTAAATAAA 1860 

iiiMtiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiniiiiiiiiniii 

Db leOl ATAACTAGACATCTGCTGTTATCACCATAGTTTTGTTTAATTTGCTTCCTTTTAAATAAA 1860 

Qy 1661 CCCATTGGTGAAAGTCAAAAAAAAAAAAAAAAA 1893 

lllllllllilllllilllllllllllllilll . 

Db 1861 CCCATTGGTGAAAGTCAAAAAAAAAAAAAAAAA 1893. 



30 De Robertis's SEQ ID NO: 10 encodes the amino acid sequence of SEQ ID NO: 9 

and SEQ ID NO: 9 is the amino acid sequence of human frzb-1 (page 6, lines 29-31; 
Figures 9 and 10). De Robertis's SEQ ID NO: 9 is identical to the present application's 
SEQ ID NO: 9, as indicated below (Qy = the present application's SEQ ID NO: 9) (Db = 
De Robertis's SEQ ID NO: 9): 



AAW41254 

ID AAW41254 Standard; prot:ein; 325 AA. 

XX 

AC AAW41254; 

XX - 

DT 09-JUL-1998 (first entry) 

XX 

DE H\iman "frazzled" frzb-1, 
XX 

KW Growth factor; frazzled; frzb-1; Writs antagonist; human; 

KW tumour suppressor; cancer. 

XX 

OS Homo sapiens. 
XX 

PN W09746275-A1 . 
XX 

PD 24-DEC-1997. 
XX 

PF 19-JUN-1997; 97WO-US01 0942 . 
XX 

PR 20-JUN-1996; 96US- 00201 SOP . 
PR 1B-JUN'1997; 97US - 008784 74 . 
XX 

PA (REGC ) UNIV CALIFORNIA. 
XX 

PI De Robert is EM, BouwKieester T; 
XX 

DR WPI; 1998-062760/06. 
DR N-PSDB; AAV14017. 
XX 

FT New isolated growth factors - with neurotrophic, growth or 

PT differentiation factor activity, tumour growth suppressor activity or 

PT mesoderm differentiation activity. 

XX 

PS Claim 6; Fig 9; 4Bpp; English. 
XX 

CC The present sequence is the human growth factor protein "frazzled" frzb- 
CC 1. frzb-l is an antagonist of Wnts in vivo, and thus is believed to find 
CC utility as a tumour suppressor gene, since overexpressed Wnt proteins 
CC cause cancer. Frzb-1 may also be a useful vehicle for solubil isation and 
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CC tiherapeucic delivery of complexed Wnt proteins 

SQ Sequence 325 AA; 

5 ^ Query Match 100.0%; Score 1738; DB 2 ; Length 325; 

Best Local Similarity 100.0%; Pred. No. 7.1e-166; 

Matches 325; Conservative 0; Mismatches 0; Indels 0; Gaps 0 
Qy 1 MVCGSPGGMLLLRAGLLALAALCLLRVPGARAAACEPVRIPLCKSLPWNMTKMPNHLHHS 60 

10 llllll|]j|||||llllllllllliMllllilllllMlllljlllllllllllMII 

Db 1 MVCGSPGGMLLLRAGLLALAALCLLRVPGARAAACEPVRIPLCKSLPWNMTKMPNHLHHS 6 0 



15 
20 



Qy 61 TQANAILAIEQFEGLLGTHCSPDLLFFLCAMYAPICTIDFQHEPIKPCKSVCERARQGCE 120 

MIIIIIIIIIIIIMIIMIIIIIIMIIMIIIIinillMllllillilllMIII 

Db 61 TQANAILAIEQFEGLLGTHCSPDLLFFLCAMYAPICTIDFQHEPIKPCKSVCERARQGCE 120 

Qy 121 PILIKYRHSWPENLACEELPVYDRGVCISPEAIVTADGADFPMDSSNGNCRGASSERCKC 180 

Mlllllj||llllllllllllllllllllll!lllllllllllllllllllllllllll 

Db 121 PILIKVRHSWPENLACEELPVYDRGVCISPEAIVTADGADFPMDSSNGNCRGASSERCKC 180 

Qy 181 KPIRATQKTYFRNNYNYVIRAKVKEIKTKCHDVTAWEVKEILKSSLVNIPRDTVNLYTS 240 

llllllllilllllMIIMIIIIIIIIIIIIIMMIIIIIIIIIIIIIIIIIIIilM 

Db 181 KPIRATQKTYFRNWYNYVIRAKVKEIKTKCHDVTAWEVKEILKSSLVNIPRDTVNLYTS 240 

25 Qy 241 SGCLCPPLNVNEEYIIMGYEDEERSRLLLVEGSIAEKWKDRLGKKVKRWDMKLRHLGLSK 300 

iljllll[||ltllllllllllllllllljllllllllllllllllilllllllllllM 

Db 241 SGCLCPPLNVNEEYIIMGYEDEERSRLLLVEGSIAEKWKDRLGKKVKRWDMKLRHLGL.sk 3 00 

Qy 301 SDSSNSDSTQSQKSGRNSNPRQARN 325 

30 ii III 1 1 III III II I II 1 1 IN II 

Db 301 SDSSNSDSTQSQKSGRNSNPRQARN 325. 



De Robertis also discloses a complex comprising a substantially pure frzb-1 
protein complexed with at least one Wnt protein (claim 12, page 26). Accordingly, De 
35 Robertis discloses a complex comprising a substantially pure frzb-1 protein comprising 
the amino acid sequence of SEQ ID NO: 9 complexed with at least one Wnt protein. 



Claim Rejections -35 use §112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

40 The specification shall conclude with one or more claims particularly pointing out and distinctly 

claiming the subject matter which the applicant regards as his invention. 

Claim 12 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
45 regards as the invention. 

The present specification discloses that "substitutional, deletional, or insertional 
mutants of the novel polypeptides may be prepared by in vitro or recombinant methods 
and screened for immuno-crossreactivity with cerberus, frzb-1, or PAPC and for cerberus 
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antagonist or agonist activity" (page 5, lines 31-35). Hence, it is unclear how to construe 
the term "frzb-1 protein" because it is unclear if "substitutional, deletional, or insertional 
mutants" are encompassed by the term "frzb-1 protein," The metes and bounds are not 
clearly set forth. 

5 

Conclusion 



No claims are allowable. 

Any inquiry concerning this communication or earlier communications from the examiner should be 

DIRECTED to DAVID S. RoMEO WHOSE TELEPHONE NUMBER IS (571 ) 272-0890. THE EXAMINER CAN NORMALLY BE REACHED ON 

1 0 Monday through Friday from 7:30 a.m. to 4:00 p.m. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, gary kunz, can be reached on (571 ) 272-0887. 

if submitting official correspondence by fax. applicants are encouraged to submit official 

CORRESPONDENCE TO THE FOLLOWING TC 1600 BEFORE AND AFTER FINAL RIGHTFAX NUMBERS! 

BEFORE Final (703) 872-9306 
1 5 After Final (703) 872-9307 

customers are also advised to use certificate of facsimile procedures when submitting a reply to a 
non-final or final office action by facsimile (see 37 cfr 1 .6 and 1 .8). 

Faxed draft or informal communications should be directed to the examiner at (571 ) 273-0890. 

Any inquiry of a general nature or relating to the status of this application or proceeding should be 
20 directed to the Group receptionist whose telephone number is (703) 308-0196. 



25 



David Romeo 
Primary Examiner 
Art Unit 1647 



dsr 

30 May 26. 2004 



